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m m m 

[0001] it. imATi(Dmm(Dm72-^i¥m^m.Wir^i¥m^^ir^m^. Rxj^m 

[0002] mmkim {isim^(Dmkm&(D±.w) n,. '^ia.mm.-^m^&^'bmiaMnm 
mwj:^(Dm^m^7!)mi^thxtr:io 

9-yhKm.wj:m^mskm^mm^'^^^y^/>^m^vx^tu m^n\i^^tK. rtv 
(D~m^mm^^mm(Dmmi!)mmi.x\,^^tmK.htitc(0!wnxm-2mm) 

(##fF:SCi^2#fl^)„ 

[0003] Ift^^jfiLjSdSjlhJE^fiaSlb-CjfiLW l^*Sr5l#jS^i-^^d^b. JfiLW¥?ti5<^^ 



wo 2005/046724 



2 



PCT/JP2004/016761 



(PDGF) (DAm(D^^^iS:Ml.. y^yh<DVSMC(DmS^mM^iSMir^>lt 

-rhv?3i>'?S'|4fl::7'n7^^^dr-^— If (MAP^-^— if) (ERK) . ->i?n:^^v'y':h— 
•^-2{COX-2).Pr>GF(DAmRX^Bm. MtJ^filPDGF- a ^^^mRNAcD^m 

#^f*. ^^;&svsMC{;l:}3V^■r^^jfe>^kttH^=^ (mcp-i) <Dmm:iS:mir^^t. 
[0004] ^ci(^:k:t:/^5gs>os>^Cfco ^tuji. Ij:u-cvsmc(ca«932.^> 

Ti (i^n^cDj^^r^si-^s) i)K mm<Dmmi^^\^ ^xmmM(Dm^^^i^i^^i^x\^ ^ 

5r^;5SPJ^d^lc$tv-C#:fe (##fF:ft:mi2-l5#flgV M.WM^^&f^^^^^A^/V 

[0005] *fc. :2|s:^M#e>f*, fchWltij^ia<^mRNA%ffl V ^fc3*-RACE&^;lJ;«9. ff^iJ' 
:x(URTl)S^l^^bT#TV^So ^5^— URTl (urate 

transporter!) f*. ^^*5j;TJ«-?:OmMi^«Sr«HJiai^Srin^bT— 
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^#fFJtitl8:Lipkowitz MS, Leal-Pinto E, et al., J. Clin. Invest., 2001; 107, 
1103-1115 

[0007] :^mm }ts SkW^mmf^l^ (VSMO lC*5ttSM^<^)^'5ii^<^^;^-^'^^M 

[0008] ^mm^hi-ii. nM^x*^m(Dmz:mm^x\^^^tnx.^tix\^f:im.mh9^^:^^ 

y<^u^/P(D m:l7 V ^-c^i^fi^ lc|iE5g bfco ifiLlS ^ Jia-^^# 
m^i/-</^^f^J^»i-§^ V ^9Cl^^*-e(7)##^c;[Jp^, uRATi nskw^m^^mm^ 

xmmia^mmm5kmi^xoxmm^MissLwmm'^msisLmm-^m^m<Dmm 

o 

[0009] URATl<^Pl*^J-^::/n5/;;&— /^^<DURATl<^M^<^^9ji^f^ffl 
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'i'(D^mm^mm^ti:t'(ouRATi^^m^x\^ ^^mmm^m^^^x^ ^mm!k<o 

B^(D^Mm^ms^^ti:t^(DijRATi^mm^x\^ ^^ms^^^m^^x. mmms^ 

[0010] :^^m^hi^. -^-Tikw^mmms^ (vsmo K^n^mmM<Dmjz,^^i[kfi 
iiiW^mmmmvsMc) iz^mmm^(Dm72,^^. ^mxit4¥^m^wr 

\-i.^m^W<Dm^^^'ro 0 1 ^(DT:^^^):^^ ( * ) \t.mMn (p< 0. 05) ti^^^^t 
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Mo'V-^^m^^b. m}^mmm:^^\^f^\^m^. 0. 1. 1. 5. 10. ^t^so 
[0012] mm'w±.&mm^^n^mmM<Dm^^^^\^n. mmr:=^:^:ym^^^^'rJ^^m. 

[0013] #aTc:^^:^h9i^:^jK— i?— <D#ii;lrl|^i-5fcfelJ:. 75/hvSMC{c::^{tS"c 
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/Co 20nM(D'''C-^mM^^mU PlS^J^^b/.CV^:^'^. 0. 1. O. 5. 

j^^»<^fJ'^ (%) Sr^-To mSO^Wtil/n^^v'KO^tS (mM) ^^L. ia4(D^ 
$|J|}*^:/X:/i3-x'n>-(7)M^ ( n M) ^^-To |l|3^t;«|g4ct'<^T;^i5'y><.i?' ( * ) 
lcM(p<0. 05);ds*>5rt^^-t-o 
[0014] /N°9-T57MM^i^(PAH)^fL®?it7fe^(?5^aTc:^:<J->'CD#?£;i^ "c- 

#;mT:=^:^Vf£r^^L>teV^#^. 100. 250. StX^m^n MOPAH^^f 

. XJ^IOO. 250:S.T^500AzM(D^^J^?^Wr5^(O. ^i^^^^«D^^9J^.^^ 

^(C:Jo{t-5. 37r-e55>racc>"c-^^:^(D^f9ii^*^S"J^bfCo m^(UA)250 

o |2|5j5.t;5|ll6(Oi^#tt. PAH(El5)X^m^:^(06);^|5#?^b7feV^:®'a^(D"C-^ 
^:^(^^«93A^*^100%^bfc^#O. "C-^^:^0^«93A^»0#J'^(%) 
-To EISO^glWfiPAHcD^S ( n M) Sr^U. ia6(75^W}m^lt<^^gS ( m M) ^ 
^i^-r, IEI5^t;«ia6cf»(7)T;??.>5'!;:?^iJ'(*)«Wlc^(p<0. 05);$sfes-^^^-t-„ 

[0015] VSMC{J:*3(t'5^^<^^<9i2.^fi. ^mT:=^:^^h^:^^2j<— iS'— (OA 

it^*fe#6<]{^i^/>$-fr^tt^o ^oli?)j2i^{*PAH(0#?tt;iJ;«9Pfi$$n. J: 



wo 2005/046724 



8 



PCT/JP2004/016761 



•r5#^.-^^(UA)3mg/dL(c:$felC>^i3-<;!^iXKy&50. 1,0. S^RXMrnM^th 

^mMn (p< 0. 05) t^^^^t^m.. T:^^}):^^ ( * ) }*M^3mg/'dL36S#^Lfc 
#^{;im-5Wie^(p<0. 05);05fc5:ii:=Sr^i-o , 

[0017] 24NF^i##l-*3JtSs W^T-:^>'i!^5^0|5aW^J(;iJ:5JNBJiaJim<DPI.«^ (%) 
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9(Dm^i^ysMC(DmMm.^^ (%) #t#}*m^<^^9 ja^pew^ (%) ^ 

o 

[0018] ;2^^pj#bf*. mmTd^MCP-KDm^^mm-r^^t^m^i^x^ti i^^nxm 

fct^(Dm^±mm^m^ir^MCP-i^KLiSA-cm^\^ito ^^(UA) Smg/a 
l;i^i-o iaio<D|g!$ft}*MCP-i<Dfi(pg/iooo*Hiia)T*fct). ^ttf*j^e(^:t>#Hfeb 

j'j^V (No UA) . m^SmgXdLii^^'r^m^ (UA) . mm3ms/^dLKM^ 

-C^n--<^v/KlniM;e»5#^£-r5#'^(UA+Prob) . Rt;?:/n^;^i^KO^dS#l5E 
-r-S^-a- (Prob)^. ^ti^n^-r^ mi0fp(D2m<DT:^^V:^i!^(* ^l^hr^ 

fitco :/i3^^ixK^-<:/X>^n-^n>'/jjaf<DPl«^J{i. :^T*Wlii{i::*3V^TM^S^ 

[0019] ^Sfetei. RT-PCRifelcj:«9. vsMCKt'(DXoti:^mr=^:^>'h=7:^:^^—^—d^^ 

i^Yyi^y^-^—^ — 1 (OATi) . ^mr=-'^:yV7^y:^T^—^ — 2 (OAT2) . ^mr 
z^^:yy7i^7.M—^ — 3 (OATS) . m:?m^^-^^yy'7^-y^'^—^ — i (urat 

-1) (n>yy\^(0^'^n—^ (RSTl) (DU^^n^zf'y^'^—hX.X^ RT-PCRtr=fTo 
fco ^-l^^^/hn-zv^U-C. 9^yHWIii-S:OTIii^iia^ffiv^/Co RT-PCRa#)^3i 
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l<DAftOATl(Dm^(D434hp(DPCRm^^^V. 13 1 l(DBi^OAT2<Dm^<D46 
2bp(DPCR0i^^^L. |gil<DC(iOAT3<D^^0483bp<DPCR|I^^Sr^U^ El 
llcDD{*RSTl(D^'a^(O46Obp<DPCR0i^Sr^i-o ^mM<D&{Q<DU—:yi'i. 10 
Obp<D7i5^— (>l'>^tfhc2i;?.i.^^i:®l)^^U. ^<D;&ffl!|{*Jli{-. ^815 (kidney), ff Hie 
liver) . :SiXfVSMC^^tl^fl^ir^ 

iaii<^A-T?fi. Wliii<^^{i::PCRll#;;55$|S3:$ttfco mii<DB-(^]^. 462bp<DPC 

ii(Dcxn^mt^m(D^i^pcRmmiimm^tif:i. miKDDxn^ 460bpopc 

[0020] miiLm^^(D^^>:^/l^XhT^y^^—^—Xh^VATii^—>^<^^:i^. 

•fe5'i/3>'#-^:NM 012977) 0^m^fP#i~5^cJi) (31. RNase^ciT^iJ^i/ai/Tiy 

-fe-r^^TofCo *^;^5rllli2(;i|lI®{;iftt?5^*-e^i-o iai2(D;feii^(7)i/-^{-i>^n 

UAT(DmRNA;&S75/}>(DVSMC^U«ffF)il"eii^L'"CV ^•SCl^;aS^$nfCo y^^::^^ 

[0021] m^^'^^hn,. fc^(^vsMc^^:ov^-c^f^u^ 

RT-PCR(jS*teWCR)i;iJ;5> fch^itiM*5l50jliLW¥mi5^ifa(vsMC) (Cl*3 
^— URATl (D;^ m^H^^^f o/do r <^I^^^E1 1 3 icEI ffi Ij: 
f^t>5^X-e;^i-o igi3<^:fcSffiS.TJ«^$S(^V— >^Mf*100bpODNA9i?'— <Sr;^b 
, 1^— >'+Kf*WliJOcDNA;S^fflV^fc:1>(D^^L> :x-K^*Wlii<?5cDNAS:fflV^ 
/^/6^ofct)<D^^U-CV>6o *:^c. 1/— i^OfiVSMC{e:(pn>#*Pb/i35^fct>O^^L 
. ;X3. 6. 9. ^tf5l2{*^n^'tb. 3ing/dU 6mg/dl. 9mg/dU 12mg/dl 
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:i(dw^. m\i'r:5mm<Dmm. ^xnmmimf:>hir^ vsMc^^e>#fetbfccD 

[0022] t^™^A^lt)M*^VSMCJ;^9#bnfc^RNA^fflV^T. IHIHtvlbTR 

fh, 3mg//dl. 6mg/dU Smg/^dU 12nig/dl(D#^il£<D^^lCj;«9VSMC^$iJ 

^<7>i^m. mn-r?>mm<Dmm. ^xxj^mmim^h-r. vsMCd^fe#btvfccD 

NA^e:43V^T. PCR&{^J;«9URATl<7)^^;dS^je)^tl/fcio 
[0023] tWPF^#M±^J^fflJig (HUVEC) J:«9#fe,tl/fc^RNA^ffl V ^-C. l^illCb 

-CRT-PCR^^Tofc. ^<Dj^m^igi5(;iiaffi{-ftt>S^*T-^i-o iai5(7):feji|g^ 

V >fc^><D^^b. 1/— :y +Endo(iHUVEC;6^^)'a-^UfccDNA^ffi V ^fcit>(D^^L-C 
V^So C(Dm^. ^mm^. HUVECd^b#e>tbfccDNA{c:*3V>-Ct^ PCRjfelilJ:?) 

URATi<;5|Sm;&5ig:jf)e,tufc„ 

[0024] m^. }ihshL*^^^mnmm (vsmo ^jf:^>^'^-rxb-c#e>tvfcjftBj!&^«??s^ffl 

— ::/3, 6, 9, RX^12i-t^ri^th, 3mg/dl. 6mg/dl. 9mg/dU 12mg/'dl(??^ 
m&(Dl^m^XWSMCi:mm^tdi^(D^^^^^\^X\/ ^So igi6<DGAPDHH:|» 

^oj^m. mn'r^m.m(Dmm. *3j;Tj?ms(-ii^b-r. vsMCd^fe#^,tvfc^ 

[0025] rtbe><Dji$:S:d^f?. 7yhOVSMC{C*3ltSM^0^93^^^^lt-f-5h7>;^3^^— 
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mw-^'^mm. Rxj^wmm^m^-r^^t^m^^fhxm mwnxm-e^m 

. mmKiSi1r^^(DXoti:i¥miz:MK.X. YSMCi^^^^Xit.^hKm<Djpm^^\^X 
[0026] ikm^mmmm (VSMC) (C*3(t5^^<7?5^'9i2.^;65^^ 

jS^^ISt^^^jfi^ip^l^j^jjg (VSMC) lJ:*3Jtsm^<?5^«93i^l^®Hb-CV^5i: 
iJRATi(DmmM-^zfvi^y^^ii^^^Xh^^t^^mm7!>^^ibxmhib^^^ 

:rvi^(Dm^^mM^t\.xsk^K^tE.\.xm. sk^izioif^mmcD^tE^^. jfew 
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[0028] ^mM(Dmmm.^m^. m p xi^^m a js4-<^v ^-rti^^cx^o^^^n^ 
mmmm. mx.\t. m^m. mmm. ^mimits^t^^m'sim^ir^^tii^'c^^o 

[0029] :^mmn. ikwmm'^m5SsL)£M^^mm(omm. f-mxi^^m^ii^^mtv 

[0030] «?^'fb'g'i|^<?5^T^ Xit0^ri^m ^T. URATl^lSmbTV > 

'^^mm(Dm^. =^^xytmtW<ofc}i>(Dmi^m'^^^^\)—^>-^'t^:^^^w^ 
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[0031] *fc. ^mmi^. ^mt-^^(D:^^r. xi^^m^ri^m^x. urati^^^ 
[0032] ^bii. ^mmit. mm^[:^m(o^tEr. xti^w^n^m^x. urati^is 
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[0033] *fc, :^mm<Dmmmmm(D^mf^^(Dmmt. m^i-t. i m^mi^it.m'^y^ 

[0034] :^mm JfiLW¥m0JNBJ!a (VSMC) l;i*3{t§m^<D5t«9ii^(0^<^t^. Rrj^<Dyi 

[0035] [igi]|giiH:. ikw^^M!^ (VSMC) K^mmmM(D^*)7h^^. 
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^ (%) ^m.. ^#{i:7't3-<^v'KC>iiS (mM) ^^-To 
^it^fiJ-a- (%) ^^b. ^$4(*PAH(D?iS ( n M) ^^-To 

mmmmM(DWtm. ( m m) ^^i-o 

J^-m (CPM) $r^b. #l|ift}*m^d5^lSLJ5:V (no UA) . m^;0S3mg/dL# 
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^» (CPM) #l*f*m^:d5#^^b>fcV (no UA) . mm7i^3m&XdL^ 

mm^Wim(DmT2-^mmm (%) ^^-To 

l^ELISAT'ill^bfcMm^^i-iJ^^^-t'fcSo EI 10<DmmtMCP-l<DA (pg/ 
1000jNBJ5&) ^tt{*>&{J:'fe#?£bJfeV (No UA) . mmSmsydLi)^ 

+Prob). ^U«>^n^;^;i/KO;^^^S;j|p;|ii-;5^(Prob)^. ^tl^fl^iTo 

1 (OATl) . ^mr=^:^l^h7l^:^^—^ 2 (OAT2) . Warcr^^^^-h^:/ 

^tK— 3 (OAT3) . RTjmmr:=^:t>h'7>:^^—^ 1 (URATl) (DgB^BB 

XJ^^mMS^^m^^^lto milOAiiOATlO^^Sr^b. |g|ll<7)Bf*OAT2<D»^ 
|gil<DC}iOAT3(^#'^^^L. miKDDitXJRATKDm^i:. ^tl^fl 
^-To #g|®0:feiifficDW— 100bpO9i5^— (-l'>'tfhni;'ai:xti:®i)^^U ^ 
(D;&{a!l{*JlRtz:. ^ii (kidney). Jfflli(Uver). ^TJ^SMC^Sr-etv-etv^i-o 
[|gi2]mil2{*. UAT(-:;^— ^^/^^'iJ'. T^-fe5/->3i^#-^:NM 012977) <D|iim^ 

SffitOV'— >'fiJiT)ij|j^;^i-o 

[|gi3]|2|13{i. RT-PCR(CJ;5, t:hi^Wim^M<D&L*^^^mmmmvSMC) \Z.:)3 
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[|2]15]|1|15{*. RT-PCR(;iJ;5. thiPF^^M±^lfaJia (HUVEC) K^i-f^mmh 
iJ'— URAT-1 (Di^mf^^^^Vfcm tS (C>ft t?S^*T?fc§o 

[0036] i^xTs mmmi^^^^mM^xvMcii^m^nmir^^K ^mMnz.tihmmmi,^x 
]^r(Dmmxmmi.fcia,^^^mmfms^ (vsmo tt, 7>yh<Di^Wjfm>^hmmx^ti 

(Zhang S, Yang Y, et al., Circulation., 2003; 107, 1539-44)o ClO^HS^. 10%^ 

OO^a-^yh/ml^^^/y^-. lOO/i g/'mi;^M/:/h^-fV>';GIBCO)^W-rSi5'' 
/V^5,=i0^tlii^Lfc^— ^J^/V-^ftfeCDMEM, GIBCO)-eJ^^bfCo VSMC<Sr35m 
m<D6:rti^^:/V— KNUNC) (Jl^l^b. S^it*^ (humidified tissue culture 

incubator) 5%^^;?f^-95%^^(D#|S^T-t?37^-ei5^#b/Co i#«&^2 

o 

mmm 1 

[0038] "C-m^iS<D^«9ii^ 

VSMC(4X10^JNBJia)<Sr. 10%FBS-DMEMi:*t;i6:Av:^*:/W— htJl^brCo 1 

0^{;i. skm(Dm\^T>MKMmm^^^m^^x0.^^i^±^'^fco ^mm^it. ^ 

Jia&tJ«:^-C(^^?^^37'C(CJ^^LfCo VSMC^, 8- ^C-m^i&(it^ti{*50M C 
i/mmol ;Tp«y;&:^9x>f:r9^/V'K'fb#*tM (rt^Wi--^:^. MO) ) 
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m^^tlfcmS^<D^W)^h:f^ly^7imV3\i)^tlfCo ^5*CV^X^ ^JiS^. IN NaOH 

[0039] m(Dmmxi-i. ^mM<Dmj2<y^tmi±^^i&x^^t^if^^^^^'^ir^tiibK^ 

SlDI^^. ^tt(Cftx.-C. 140mM NaCU 4mM KCU 2niM CaCl^^tl^lmM 
MgCKSmM J5^, ^tJ«{cll6mM HEPES-MJ:^ (pH 7. 4)^Wi--5 

2 

HEPES-^a:tlla*^^(PSS) (ro^-a-^^ ^a^fkfflirb-r). X(*44mM Na 
CK lOOmM KCU 2mM CaCl^S^T^lmM MgCl^. 5mM 3fetJ«{;: 
16mM HEPES-M;;^(pH 7. 4)^-^^i-§100mM-KCl^«93i^^^S(r<D# 

mmm2 

[0040] VSMC(Dii5B^i^ 

VSMC(4X10*J^Jia)^. 10%FBS-DMEM^*{J:6!A:ia*:/l/— hlC^U. 24 
^Ffli0#bfCo ^V>-t?. 0. 5%FBS-DMEMtf -e48^K. mS^^mm^MKVtc 
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IN NaOH-e^^PbfCo jMJiai;i^«93i*nfc^-^5v=i^<0*^. 5mL(D'»^l^ 

[0041] MCP-l^:^/^:^'®^COV^-C<^ELISAo 

;^^^<DMCP-li5':/^^:^^®^ELISA(OptEIA MCP-l'fe^'b^ BD:7r— ^V^J^^-^t) 

-r^H-aiJL. ^ifa^T'ffiiEbfco ||®^{*#>5r amtrofco ^(dU^^. mioKmir, 

[0042] RT-PCR{;iJ;SOATh7V>^jK— iJ'— <^)^ttl„ 

RNeasy KNAmU^iyH^ry^^^t. /^l/^-v-T. CA) ^ffiV^-C^5/^OVSMC 
;6^fe^MvfA^fiMbfc:o ^^y^^T^^^i^^^^mRNAJWMv'^X-^C^ry^^t) ^ffiV^T^ 

^^Lfco ^ai^v"5/^tt(^^°c2T/vb. cA)^^e)|g^$^^-cv^5Wli^>s.T^JlTl^i<^5^^y ( 

[0043] OATl : 

784-810 5'-CTGTGCAGCCTATGCACCCAACTATAC-3' 
T^^^-fe^'^^^O 1218-1 190 
5'-CCTTTGCTTAGAGTCAGTTCCTTCTGCAG-3' 
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[0044] OAT2: 
642-672 

5'-CCATCAACTACATCATGTTCGTAGTCACCCG-3' 

T>'^ir>'>«i^(Dl 105-1076 
5'-GATATGTCGGAGCTGAGATGTTCGGAACAG-3' 
[0045] OAT3: 

437-465 5'-GAGACACCATTGTGATAGAGTGGGACTTG-3' 

T:^^±:yy^^(D 920-889 

5'-GATAGAACCAGCCAGCGTATGGACTCTGGTAC-3' 
[0046] RSTl (URAT-1 <D'^^::^<D:^^vi—:!f) : 

377-405 5'-CATCTTATGCTTATCCGGGACAAGTCCTC-3' 
T>^-^>^^(D 768-739 
5'-GAGTCTGTTGAAGAGGGTAGAGCAGTCTAC-3' 
[0047] RT-PCRS/^?fi^ Ready-To-Go RT-PCRlf — X (T-^— v-V-^thM) ^ffi V ^-C^T 
ofCo S453<^^<?5cDNA'^^SJ^f^x pd(N) iSrfflV>-C42'C-ei55>K-etTfc>ttfCo 

6 

os>-eT^y— ^-iJ^^-fr. 72*0. l^ra-e#;S:$■^i^Si^-l'i5^/^^321^-r^/^^Tofco f- 

, ^/WcfiO)i^/^5J'^^«(D^^VK^QIAquick>J^/V'ttffi^5/h i^T^^^^^) 
-C^tMbfCo ::tbt>C)/^>^K^^ TOPO TAi^n— (^i/tfbi3^^cn>'tt 
m) VUfCo ^tl/^WJPI^^EcoRI-C^^'fhLTWtf ^-f^-?:^— 

i5^— ^*lCj;5T^7-fhV^;^->>^-TAi<^— (ABI3730) S^fflV^■r. ^(DgB 
^J^*fbfCo jKyAinRNA;5S^^-efcS*^if536^^?fi^'t-§fcJ6{2:. tiy:^':^^^'^ 
— : 5'-ACCCCCAATGTATCCGTTGT-3' , T^^^±>:^:f9^ : 
5'-TACTCCTTGGAGGCCATGTA-3';Jl^b?'^'5:7'7^'^— <^^^-a'^'^^-ffi V ^TG 
ADPU-mRNAmi^^^nmUto :L(D^^^m 1 1 K^iTo 

mmm 5 

[0048] RNase:7'c27^^v'3>'T5'-fe^(RPA)o 
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RNase:/n^i5'v^3>'T5/-fe-l'(RPA)^. RPAsI^5/h(hl/'Yt°^;^^W:^^>!K|±. t 
;:^hV,TX)^fflV^T, 2— 4Mg<^RNAlc:oV^TffofCo 75/hUAT(i^— 
:/iJ'. T^-fe5'i/3>'#-^:NM 012977) <Z)5'7NiSd^b325|l@^-e0325bpi&^ 

/5^fe7fe6p?i^i/;^^K^. pcDNA-UAT-EGFPf:ii?-:/iJ^ti— vbfco ::i(D:/7:^5K 

^;^5K^BS-uAT-325i:^^ ^<^>^9;^5:K^BamHi-e?i>fbbT^t^i;ib 

. a [UTP] (DWtET-VTTRNAm^'7—'^^m\'^XV^':^^—y (RNA:/n 

r(0^m^lili2ic^i-„ 

[0049] \ih±WimmM(Dsk^^mmmm (VSMO J;«9#^tT.fcikRNASriS*te^bTcD 
NA^-^fifebfCo ^(^cDNA^fflV^T. M^h^^^;^/^— URAT-l(D§iJi>iE^J 

^b. Ix— ^-+K{^^IIiOcDNA^fflV^fct><^^^b. 1/— :^-mWlli^<^cDNA^ 

^b, 6, 9. S.t;'12fi^n-ietl/. 3mg/dU emg/dU 9nig/dl. 12mg 

/'dl(D#ii^(?5M^{2:J;«9VSMCSr*iJSItbfc^<^j^MSr^b-CV>5o 

^o^^. m\iir^^m(Dmm. i^xxj^mmimi^h-r. vsMCf)^hm^titccD 

[0050] l:hWlli#A^KjfllR*5feVSMCj;«9#^tvfcikRNA<SrfflV>-C> ^Ji^6^|lil{J: 
bTPCR^ffofCo 

j^;^^igi4(z:^i-o |gI140&^SSS.tJ^;&«<?5l^— ^'MfilOObpODNA^iJ^— ^ 
:^b. Ix— :y+K«'^IIii<DcDNAJ^fflVNfct><DSr^b. l^— :/-K{*Wli<^cDNA^ 
ffiWcC;0^ofc^j(D^^bTVN6o >'0{*vSMC{J:{Brfe#*PbJ&:d^ofcfeo?r 
^b^ >'3. 6, 9, ^t;«12(i<ett^*tl.> 3mg/dU 6mg/dK 9mg/dl. 12mg 
/dl(D#|g^om^{cJ;^9VSMC^*lJ^bfcNFC>JgmS^:^bTV^;5o 
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i<^ig*. mu^^^m(D^m. is^.x^^mmm^h-r. vsMC;6-^#b^^fccD 
mmms 

[0051] iihm^Bm±&M!^ (HuvEc) j;«9#e>tLfc^RNA^ffi V ^-c. MMmetrnm 

lilUTPCR^ffofCo 

^m^ia 1 5 iZ-m-To HI 1 5(D:fe«^t;':&*S<©W— ^'MfilOObpODNA^y — 
^b. V— ^+K{*Wlli<^cDNA^ffiV^fct><Z)^^b. l^— V+Endof^HUVECd^ 
b'^^LfccDNA^fflV>fct>0^^bTVN-5o W)lil^=il. HUVEC;6^6>#^tLfccD 

[0052] fchjfiLW^mM^jis (vsMc) ^:^^i^'r-(:^\^xnhi^ltlm^mm^^^ V ^T. 

>'3. 6, 9, Rm2n^tl^n. Smg/dU 6mg/dU 9mg/dl. 12mg/'dl(D 
#«aP(^m^l-J;t)VSMCSr*lJSJ:brc^<D3^m^^bTV ^^So 0 16<DGAPDH{* 

^coism. #;!)P-r^m^(^^^> *5j;t;?^ig(cMtJb-r. vsMCd^fe#^tufc«iB 
[0053] ^mMit. ^mKmmir^^m<DskWm^^MskmMKMir^^fcti:mW^. 

-(Dimxh^imATKDm-mi^mBvfcmitfsmm. ^^^^ ^©©ytjex^g^ 

[0064] iB^J^^y— 7"dr;^h 



wo 2005/046724 24 PCT/JP2004/016761 



wo 2005/046724 25 PCT/JP2004/016761 

[10] mk^t^<li^(D^^r. X{i##^ET(-*3V ^-C. URATltr^mUTVN^SiBiia^^ 



o 

[11] ^^^^bttH^^^s. MCP-l-efc6f*^^lO{csE«(D;^?fe„ 
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